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CLAIMS 



We claim: 



1 . A method of inducing angiogenesis in a tissue, conipiising 

introducing into the tissue an effective anxiunt of the peptide shown in SEQ ID NO: 4 or a 

variant or fragment thereof that has at least 90% sequence identity with SEQ ID NO: 4 and that 

retains angiogenic activity, tiiereby inducing angiogenesis in the tissue. 



2. The method of claim 1, \sdierein Ihe variant or fragment has at least 95% sequence 
10 identity with SEQ ID NO: 4. 

3, The mefliod of claim 1, wheiein fb& peptide is the peptide shown in SEQ ID NO: 4. 

4, The method of claim 1, vdierein the tissue conq}rises a graft, heart tissue, a blood 
1 5 vessel, a woimd, or a coronary artery. 

5. The method ofclaim 4, 'w^ein the graft coinprises a skin or organ gra^ 



6. The method of claim 1, \<^erein introducing coxx^rises local administration. 

20 

7. The method of claim 6, wherein local administration conpcises topical 
administration, mtra-arterial admmistration, intravenous admmistration, subcutaneous administration, 
intramuscular admimstiation, intiatiiecal administration, intrapericardial administration, intra-ocular 
admmistration, topical ophthalmic administration, or administration by inhalation. 

25 

8. The method of claim 1, wherein introducing con^rises systemic administration. 

9. The method of claim 1, v^dierein mducing angiogenesis con^rises inducing 
neovascularization. 

30 

10. A method of promoting angiogenesis in a target area in a subject where 
angiogenesis is desired, comprising 

introducing into the target area a therapeutically effective amount of the peptide shown as 
SEQ ID NO: 4 or a variant or fragment thereof that has at least 90% sequence identity with SEQ 
35 ID NO: 4 and tiiat retains angiogenic activity, thereby promoting angiogenesis in the target area in 
the subject. 



wo 2004/043383 



PCT/US2003/035633 



5 



10 



-50- 

1 1. The method of claim 10, wherein the variant or fragment has at least 95% sequence 
identity with SEQ ID NO: 4. 

12. The imdiod of claim 10, wherein the peptide is SEQ ID NO: 4. 

13. The mediod of claim 10, wherein the tissue conq)rises a graft, heart tissue, a blood 
vessel, a wound, or a coronary artery. 

14. The method of claim 13, wherein the graft comprises a skin or organ graft 

15. The method of claim 10, wherein introducing comprises local adininistration. 



1 6. The method of claim 1 5, wherein local administration conq)rises topical 
administration, intra-artorial administration, intravenous administration, subcutaneous administration, 

1 5 intramuscular administration, intrathecal administration, intrapericardial administration, intra-ocular 
administration, topical ophthalmic administration, or administration by inhalation. 

17. The method of claim 10, wherein introducing con:q>rises systemic administration. 

20 18. TTie method of claim 10, wherein inducing angiogenesis conqjrises inducing 

neovascularization. 

19. The method of claim 10, wherein the subject has or is at risk for developing 
coronary artery disease, peripheral vascular disease, cerebral ischemia, or a wound. 

25 

20. Hie method of claim 1 0, wherein the target area conqwises a vessel in which blood 
flow is restricted. 

2 1 . The peptide of SEQ ID NO: 4 or a variant or fragment fliereof that has at least 90% 
30 sequence identity with SEQ ID NO: 4 and that retains angiogenic activity, for use in a pharmaceutical 

composition for inducing angiogenesis. 

22. Use according to claim 21, wherein &e peptide is SEQ ID NO: 4. 



35 



23 . Use according to claim 2 1 for treating coronary artery disease, peripheral vascular 
disease, or a wound. 
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24. A kit for inducing angiogenesis in a tissue in a subject, comprising a container and 
an amount of SEQ ID NO: 4 or a variant or fiagment diereof that has at least 90% sequence identity 
with SEQ ID NO: 4 and that retains angiogenic activity. 

5 25. The kit of claim 24, further coroprising a container con[q>rising a second angiogenic 

agent 

26. The kit of claim 25, wherein the second angiogenic agent is vascular endothelial 
growth fector or basic fibroblast growth factor. 

10 

27. The kit of claim 25, fiirdier conaprising instructions for administering the p^tide to 
a subject 

28. A mefliod of inhibitmg angiogenesis m a tissue wherem the formation of new blood 
15 vessels is not desired, con^rismg introducmg into the tissue an e£fective amount of an inhibitor of 

proadrenomeduUin N-tennmal 20 peptide (PAMP), hereby mhibiting angiogenesis in the tissue. 

29. The naelhod of claim 28, wherein the inhibitor is an antibody, a small molecule 
iohibitor, or an antisense oligonucleotide. ' 

20 

30. The method of claim 28, wherein tihie inhibitor is proadrenomeduUin N-terminal 20 
peptide (12-20). 

3 1 . The method of claim 28, wberehi die tissue conQjrises a neoplasm or a retina. 

32. A method of inhibiting angiogenesis in a target area in a subject where the 
inhibition of angiogenesis is desired, conqirising 

introducing into the target area a therapeutically effective amount of a proadrenomeduUin N- 
terminal 20 peptide (PAMP) mhibitor, diereby inhibiting angiogenesis in the target area in the subject 

33. The mediod of claim 32, wherein the inhibitor conqsrises an antibody, a small 
molecule inhibitor, or an antisense oligonucleotide. 

34. The method of claim 33, wherein the inhibitor is proadrenomeduUin N-termmal 20 
35 peptide (12-20). 



25 



30 
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35- The method of claim 32, wherein the target area is skin, a tumor, a retina, a joint, or 
endometrial tissue. 

36. The method of claim 32, wherein the subject has or is at risk for developing a 
5 tumor, retinopathy, endometriosis, arthritis, or psoriasis. 

37. The method of claim 32, wherein introducing coiqprises local administration. 

38. The' method of claim 37, wherein local administration con:q>rises topical 

10 administration, intra-arterial administration, intravenous administration, subcutaneous administration, 
intramuscular administratioii, intrathecal administration, intrapericardial admimstration, intra-ocular 
administratioii, topical ophthalmic administration, or administration by inhalation. 

39. The method of claim 32, wherein introducing cornprises systemic administration. 

15 

40. Proadrenomedullin N-terminal 20 peptide (12-20), for use in a pharmaceutical 
con:q)osition for inhibiting angiogenesis. 

41. Use according to claim 40 for treating a tumor, retinopathy, endometriosis, arthritis, 
20 or psoriasis. 

42. A kit for inhibiting angiogenesis in a tissue in a subject compdsxng a container and 
an amount of proadrenomedullin N-terminal 20 peptide (12-20). 

25 43. The kit of claim 42, further con^rising a container con^nsing another anti- 

angiogenic agent 

44. The kit of claim 43, wherein the anti-angiogenic agent is an inhibitor of vascular 
endothelial growth &ctor (VEOO or an inhibitor of basic fibroblast growth factor (bFGF). 

30 

45. The kit of claim 42, further con^rising instmctions for administering the peptide to 
a subject 



46. A method of screeniag for an inhibitor of proadrenomedullin N-terminal 20 peptide 
35 (PAMP), comprising: 

screening a library of small molecules for disruption of the binding of anti-PAMP antibody 
to PAMP, and 
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screening a molecule identified as disrupting the binding of anti-PAMP antibody to PAMP 
for anti-angiogenesis activity in an angiogenesis bioassay. 



